The girl corresponds to Patient No. 151 reported by Zollino et al. [2008] and was referred to us at age 11 5 = 12 years, because of mental retardation (''Full IQ,'' assessment by Leiter-R was 60), short stature (10th centile), and mild but full clinical phenotype compatible with WHS. She had high forehead, prominent glabella, sparse medial eyebrows, hypertelorism, exophthalmus, prominent nose, and micrognathia. Hyperconvex fingernails were also noted (parents did not give permission to publish a picture of their child). She was loquacious, able to write and read, and largely independent in her daily life, with a better level of adaptive behavior in comparison to people with the same degree of mental retardation. Neurological examination was normal except for hypotonia. She never presented epileptic seizures. An awake EEG showed slow background activity, with synchronous and asynchronous bursts of spikes and high-voltage slow waves located in posterior regions. Sporadic medium-voltage slow waves were recorded in frontocentral areas. Brain MRI was normal.
Cytogenetic investigation was carried out by G banding at 500-band resolution on peripheral blood lymphocytes following standard procedures, resulting to a normal female karyotype.
Array-CGH analysis was performed at a resolution of 75 kb (kit 44k, Agilent Technologies, Inc., Santa Clara, CA) according to the manufacturer's instructions, and results were confirmed by FISH analyses with both 4p and 12p subtelomeric probes (Vysis, Abbott Laboratories, Abbott Park, IL) and with probes pC847.351, 190b4, 247f6, 21f12 mapping on 4p16.3.
A terminal 4p deletion of 3.5 Mb and a terminal 12p duplication of 380 kb were identified by aCGH (Fig. 1a and b,, respectively) , caused by a de novo t(4;12)(p16.2;p13.33) translocation, as detected by FISH (Fig. 2) . The patient's karyotype was: arr cgh (4p16.3pter)(A_14_P114202 ! A_14P119653) Â 1; arrcgh-(12p13.33)(A_14_P114202 ! A_14_P12886) Â 3. Both parents had normal FISH results with both 4p and 12p subtelomeric probes.
According to the different size of 4p deletions, Zollino et al. [2008] proposed a new classification of WHS in three different phenotypes: a ''mild'' form, with mild degree of mental retardation and paucity of major malformations, associated with deletions not exceeding 3.5 Mb; a more common ''classical'' form, characterized by severe mental retardation and major malformations, due to deletions of 5-18 Mb; a ''severe'' form caused by deletions of >22-25 Mb not resembling WHS phenotype, with severe mental retardation, seizures, prenatal growth delay, midline defects, hypotonia, and psychotic behavior in the half of cases.
In WHS early onset seizures occur in the majority of cases [Battaglia et al., 2003] . Two EEG patterns are usually observed, consisting of diffuse atypical bursts of spike-wave complexes activated by sleep, or fast spikes-polyspikes and wave complexes triggered by eye closure located in the posterior regions. Sleep organization is constantly absent or very poor. The first type is commonly associated with atypical absences, while the second is also present in WHS patients without seizures [Battaglia and Carey, 2005] .
Our patient harbors a deletion of 3.5 Mb encompassing the WHS critical region (WHSCR-2). Consistent with this genetic defect, the girl here reported has a typical facial appearance, mild mental retardation, growth delay, congenital hypotonia, and EEG abnormalities, characterized by posterior spikes and slow waves. Interestingly, our patient did not experience epileptic seizures, even if her deletion encompasses the LETM1 gene (OMIM 604407), a major candidate gene for the seizure disorder, suggesting that other genes can regulate its biological properties [Dimmer et al., 2008] . Clinical heterogeneity of WHS could be also explained by high frequency of double cryptic chromosome imbalances [South et al., 2008] . In our patient, the aCGH analysis detected successfully the 3.5 Mb deletion of 4p16.3 and the 380 kb duplication of 12p. The small size of 12p duplication is unlikely to affect the phenotype, that in our case resemble typical WHS features.
To the best of our knowledge, this is the first case of a ''mild'' complete WHS phenotype caused by a de novo translocation (4p;12p) detected by aCGH, with a 4p deletion size of 3.5 Mb. Some WHS patients with very small 4p deletions, predictive of a mild phenotype, had severe mental retardation associated with early onset seizures [Battaglia et al., 1999; Zollino et al., 2008] . Our patient suggests that early onset seizures independently may impact long-term cognitive outcome in infants with WHS.
